SUMMARY The effects of both an H1 receptor antagonist and an H2 receptor antagonist on changes in monovalent ion flux induced by topical sodium taurocholate were studied in antrectomised dogs fashioned with a denervated fundic pouch. The magnitude of taurocholateinduced ion flux was unaffected by topical administration of H1 or H2 receptor antagonists. Parenteral administration of H1 or H2 receptor antagonists given singly or in combination produced an increase in net luminal Na+ gain before taurocholate administration but failed to reduce the magnitude of taurocholate-induced ion flux. It is concluded that histamine receptors are unlikely to have a role in the induction of mucosal injury by bile salts.
The gastric mucosal barrier normally restricts movement of H' down a lumen-to-blood concentration gradient of the order of three million-to-one. Disruption of this barrier by agents such as aspirin, 1-3 ethanol,4 or bile salt5 6 results in an increased loss of H' from the gastric lumen, a net luminal gain of Na+ and K', and an increased movement of fluid into the lumen of the stomach. These changes in monovalent ion flux result from altered mucosal permeability7 and continuing exposure to the damaging agent may lead to frank mucosal disruption.8
Although histamine H2 receptor antagonists are potent inhibitors of gastric secretion, their effect on mucosal ionic permeability remains controversial. In the canine denervated fundic (Heidenhain) pouch model, neither metiamide nor cimetidine significantly affected bile salt-induced increases in ionic flux.12 On the other hand, Rees and colleaguesl0 reported that a combination of H1 and H2 receptor antagonisls significantly reduced ion flux after exposure of canine fundic mucosa to bile salt, a finding which was not confirmed by subsequent experiments in chambered segments of canine fundic mucosa,13 but which was supported by studies in the rat.14 The following studies were carried out to reassess the effect of H1 and H2 receptor antagonists given singly or in combination, on bile salt-induced monovalent ion flux in the Heidenhain pouch dog.
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where Cf and C, are the concentrations of the ion in the final and initial samples respectively.
STATISTICAL ANALYSIS
The effect of topical taurocholate on net ion flux was determined by comparing periods 2 and 3 in terms of net changes in ion mass. The significance of observed differences was assessed by the paired t test.
The effect of histamine receptor antagonists was assessed by comparing periods during control tests (taurocholate alone) with the comparable periods involving the administration of histamine receptor antagonists. The significance of observed differences was assessed by the non-paired t test.
Results

TOPICAL TAUROCHOLATE
Changes in net flux after exposure of fundic mucosa to 5 mM sodium taurocholate solution for a 30-minute period are illustrated in Fig. 1 antagonists are equally effective inhibitors of the response to histamine. While care must be exercised in extrapolating these results to other species, mepyramine and cimetidine given alone or in combination might be expected to antagonise the vasodilator effects of any histamine liberated during bile salt-induced mucosal damage in the present experiments. In the event, neither agent affected bile salt-induced increase in net Na+ or H' flux when given topically (Fig. 1) or when given parenterally in combination (Fig. 3) , suggesting that under these experimental conditions histamine does not influence ionic permeability regardless of any effect on the submucosal vasculature. When given singly by the parenteral route, neither antagonist affected the magnitude of net H' loss during exposure to bile salt and the significance of the prolonged net H' loss after exposure to mepryamine (Fig. 2) is uncertain. The effect of both agents on net Na+ flux before bile salt instillation is difficult to explain. In that these changes were not accompanied by increases in net H' loss or consistent increases in fluid volume, they are unlikely to reflect changes in gastric mucosal permeability to monovalent ions or changes in the rate of nonpariental secretion.
In conclusion, the present experiments have failed to show any effect of H1 or H2 receptor antagonists, given singly or in combination, on the magnitude of bile salt-induced ionic flux across canine fundic gastric mucosa. While it is accepted that increased ionic permeability is not 
